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(54) [aEMco«»] ^Bfi^«jtit*u:^5*a^=^^5^5<5^^:^•5^H 



(57) mm} 

^ (I) : 



* [^31 



-NUC 



3Qz 



NMP. J ^ 




NMPb- 



-> 2 -T5/-5^:t*>'U2p— X:/U>-. 6-S- 



(2) 



2003-535146 



m^m 1 ] ^ ( I ) : 



o 




NMPb E 

(I) 



- S UN - y ^ > 7^— - -x^^ 7 7^ / > - "7 31 — h ^ H - 

Nuc«, 7^^^~>T^y->>-. 5^:^4^->^Ty 7'^^wy->> 
"T^^^^yvyy-. ^-^^y^^z^y-. 2-y^ 

_^ Q-s-^^a^~^/fr~>-. 2 7':^^'>^^Ty 



-2- 



(3) !|#^ 2003-535146 

1 {CfSmc^ODNo 

[»*:©3] a + b;^)U 0~6 0, i?SL<ttl 5~4 OT^^. tt*^ 
1 S:fet±2{C|Hm©ODNo 

[if 5 ] TfSiH^'J : 
h h h wd i d h h h, 

nhh hhhwdi nhh hhh hhhwn. 

nhhwdi din hhh hdi ndi nh. 

nhh hhhwdi dhh hhh hhh wn^fcti 

nhhwdi did hhh hdi ddi dh 

>- h -> > - ^ 5 >^ > - * 7 *X :7 a: - h ^fe l^- 1 y JJ^X 

wi3;vi-rnfe> ^^t^s^TT^y ->>-S;^tiT':t=^->5^5>'>-^/4^x:7x 
1/;^- -> H t y :7 X — h ^ t^^: y ^^^'i^:^ 37 X — h . 
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(4) 2003-535146 

nfc 2 ' - 7^:^^ -> ^ 1/ :t H ^ y if^X 7 X — h ^ fc / 7 X - h 

) 

m^me] 2' -7^:^^>'-r/->>-^/5t^x>'x-h^fc«-^y5^ 
^7j^x :7 X - h 3 ' ffiijjiTPi^ b fc 2 • - 7^^^ i^>^ h V > - ^ y *x :7 X- b 

CW^:« 7 ] TtBSE^J : 
g a c i t t , 
i a c i t t , 
g a i c t t , 
i a i c t t 

g«5^:t^~>^'Ty ->>-^ y *x:7x— hSfe«-^y ^^4^x:7x— 

i «^:t^Wy '>>-^:y3j^X7x— b*;tJ^-ty5^:^7iNX7x— 
c H5^:t^'>S^h>'>-^y>f:X7x— h^fe«-ty5^^*:X:7x— 
t «7^5j-^->5^S>'>-^:y3f:7>7x— h^feH-^:y5^:t3f:X:7x— h) 

[»^^ 8 ] TIBSH^'J : 
wd i , 
wd i d , 

wd i d i n^fc« 

wd i d i d 
(iCff. w. d. i *5J;D^'n«Huf3i:lRji;) 

Clt3KJK9] B43J:tJ^E7&^\ -H, -CH3. -COH, -COCH3. - 
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(5) !tt^ 2003-535146 

OH. -CHO> -P04. -PSOs. -PS2 02, -PS3O, -PS4. -S 
O3, -PO4- (CH2)i-6-NH2^;^cJ^-P04- (CH2)i-6-NH-^^iO 

[»^^i5] ^iE>\zmmmm. tK)fDnmm^m\zn^v-o^ui^. m 
1 6 ] mj^m 1 T^viU 9 ©vi-rm^f'iam® 1 sfcti^nje^±(7) 

ODNS:lng~lg, $f^U<J*l 00ng~10mg. iiDt>^-fl Omg~ 
Img-a-tJ. sf^^l lU^^Vl 5 (D\^^-fnf)^\Zt?M(DmM^^^o 
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(6) 2003-535146 

[0 0 0 1] 
CO 0 0 2] 

ZLti^^T:^^ (yy-^JV (Nossal) > 1 9 9 8) <. W^mtJiU ^^>mm-:fu^r 
m(0^^-^nrc/'^^)V (whole panel) , f^iii^it. z^yy^OT. 'SB^ 

\m-m<DWRt.is.^x^-z\^^^o m.mz. ^i7'^>\zn-r^i^^^t^^'^-^^\'^'^ 
fc, L^^m'^mm.^rc.\'m^r:^\-±mmiiKi%ts\^^^ykmmj)m^m\z^^ 
w^^(Dm.i^o^w.mx^^h\^^o^mz^-DX^Wi^n-^ri^ a (Bioom 

) io^n^^^T. (Widdus) , 1 9 9 8) o 
[0 0 0 3] 

%^^^fs.W.^f)'^^(D^B(D^^'^><o6^M\z^^-y^l^(D^W:i^nWit. e 

^)V(DiriW^m%^'^^^<^-^^ y^^X^^^h^^o^hX^^ 0\U'0 (Ha 
rrow) ii^XSV—y (Lane) , 1 9 8 8) o X^ti^VfS^t)^^. )V 

X. mf^p^mm. ^:bn(Dm^^i^^xsmz^-DX^\'^m:L^ri^i^m.<D'm%^ 
^ts^m(Dm&^p5<'^^x\t.^mx\ffx.^^^. ^(D^of£.mm.(Dm\-^. ^M\Z 

m(bn^t:>nxUU\^-^ti^. ±IBHI V'^-f;i/7>^fctiT^iJTC7)«'&(DPIasmodi 
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(!) #^2 003-535146 

<Df^^j^^mmii^^^Tmm-t^w^i^zii:iT^M'T:mirnmjiiE>uh\ mm. 

[0 0 0 4] 
CO 0 0 5] 

±fB u^^ >ibmm$> ^ m^mmm-T ^^z.t. \zmn tt;^ i ^ tt-e a5 ^ ^ 

^h\^^omm^^o -^ib\z. Mw^m. r^LK.\tn^^^mm (who . ^ 

^nmM^uM (FDA) , i6^XS'tn^(Dn^sB — Uv/\m^\Zi:.^. ^^^y(D 
[0 0 0 6] 

(Hoffmann) 1 9 9 9) . ai#^^l^tcJ;oT^ii$ 

n^-mmt^mWkmnmmrr:\%fs.<. m^iL\z^^^nfz.n9'-yfs,\^^\^)m. 

W{3#m^W^=i:«B^^^^T^ (7^7-7> (Hoffmann) 1 9 9 9) „ 5fe^^ 
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(8) 2003-535146 

hiz^v^m-^n^o 

[0 0 0 7] 

mm^^mz\-i^^^mm-iMf)^\z-s < . fm\zm.ihm:^±m\z^^^-i:mzm 
it>^:i^f)^x^^o ^n\z%^^-^-^-t>^-r. ^^^^m-iijiW.mm(Di^nmiz:io\,^ 

XMWC^^o ^^^z>0)\t. ^M-i^^i^CjAs?)^ (containing) Z.hiz1}n^X. 

it (prime) , f}^< vxm^m^^^m^^mmvxm:xm<Dmm\zm<f)^^x 
$>^o mm-r^t. 9cX^mm(Dmm. iio^DttAPc^. (a) mt^mw'^^ 
—yt^^mmzj^omm^mi^'^isb^^t. ^^zs (b) mn^&m<Dmmizwm 

sfc«fi&<7)^e^(7)f t z> ^*<h7^^ d t , \z^^ x^&m^<Dmmm(omz 

a^^^SO^^feLxTl^i^ (n^yh (Roitt) e.. 1 9 9 8) o Z.tl^?^:^^ 
CO 0 0 8] 

mt^o m^m^f^ii. ^^2^m^mm(Dm'^<D^j^^^m (lps) . ^un^^ 

^^^RNAt?^^ (/Jn7V> (Hoffmann) 1 9 9 9) » $e>{C, 5fe?^ 

^w^^j^-fe) \z^^xmWi-^n^-^iE>f3i^/^i$'->tvx$mvx\^^^ c^o 

(Krieg) . 1 9 9 6; U^^/T^^it— F (Lipford) 1 9 9 8) » 
[0 0 0 9] 
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(9) #S 2003-535146 

-/fT->i^^i^l/:^5^H (CpG) ^^tf@V^'&figODNC0?^^.(7)t)CD*^^1ie^ 
IC^n^ (^U— ^ (Krieg) 1 9 9 5) „ C p G^5^— ^tiJ^MDNAir 

m^tD^ctVi (U^yT'P-H (LipLord) 1 9 9 8 ; t°if ^y^^— (Pisetsky) , 

1 9 9 9) o immmm (-r^^b-^, ^hm) <DCpG^^-:7«pt5^;v 
iBMD N A i: mmmm d n a a: mmm^mmmm (DDNA^m^m. 

[0 0 10] 

^^(DCpG-a^DNA (ODN) mU\ZC p G^^—y ^^^iy^^Ti^T^y 

ai-hgm (7^X:7x-h^^:^:^X7ai-h?fl^a:^m) ^nfcODN (C p 

G-oDN) ^mmmmm^^z^i^mii^&ft^^(D^t!f3i7^^^-^-'c 

^^(D^Ui^-f i^""}—^ (Krieg) 1 9 9 5). ^V^MflSte^SliS^^r'fe 
fimf^ (U>yy:7:t-H (Lipford) 1 9 9 8 tCiJIffi) o #^^9^;HbCp 
G^:5^-:7^-g-tJDNA/ODNti, V^j7n:7T->^) ^^TS 

^mu^m^^'^w^-t^^t.ifi'^^^o nmz. (nk) mM 

\tmmz.\tm'M\L-^t\.n.\^ti^. mm^^coi l- i 2 c-f >:$^-0'f ^>i 2) 

tdf&^b. -e<^I FN-r;g^ti^*t-ii;^L'TVi^ (5^ai-rx (Chace) 

1 9 9 7) o ^(D^^. CpG DNA{::,±:^m^*3i:tKNKm(DM^«. T 

[0 0 1 1 ] 

i/i^o -r y->>*5<fcr;fs^h'>>i3aoX l - 1 a:fej;o^i l - 1 2 

C^^^y^^ (Manetti) 1 9 9 5) . §t;^jfci: 1 M-T — :7aiD >(D 
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(10) #^2 003-535146 

-f>5^:x— 9— (V^^u/^^- (Manetti) 1 9 9 5) iiJ^n^:f]f3iNKmm 
Xy=-^ (Cavanaugh) S> 1 9 9 6) tLXh^^tlX 

\zMhtl-Z\^^^ (W09 8/1 6 2 4 7) „ 
CO 0 1 2] 

^■5>o 

[0 0 13] 

^^(Sit^tt^fiiA^c, ^^*^oW5a;^^^(ca^^T#^ (well-tolerable) m. 
[0 0 14] 

( I ) : 

[{b2] 
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(11) #^2 0 0 3-5 3 5 1 4 6 




7^::t^>'i>hS^>-. y'-^^i^'y^Ji^y-. y'^^i^^5.i?>-. 

yy-f F'>u>^>-, 7':^^>-u4^-7;yu >-> 2 -T5 y-^::t4^->u#- 
- S «N — r y ^ >7"-;I^ - >^ T y 5/ > - ^ y 7 :i: — h * « - 

ty ^:t3jtx:7x— hcfc D fcC^f^d^^M^infe 2 • 5^:t^->^ i/^-> K^y 7}^ 

7'::t=^>''>h>^>-, x:t^v'>U>^>-> 5='^^>'5^5i^>-. 2-y^ 

;i/-5^:t^wy 5 -/5^;i/-7'^^->>'h>'>-. ^^^^v-yy-r H 

a*3J:t;CbH0~l 0 0©S^T$)0, ^fcba + b«4~l 5 OTfe^, 
(Dm)^^^T^^^UM^(D:tU:2'5^:t^i^mm^^ (ODN) tCcfcoT^^^ 
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(12) #^2 0 0 3 -5 3 5 1 4 6 

[0015] 

M<^^^^iiZ. y i^ymm^^t^ODN (I-ODN) d^*CpG 

cpG oDN\zit-^x-mw^mu^&.}t^^^m^(om.m.^rz\t^fw.y 

7}^U - I CfT^iD-^WO 98/16247 iZiol^^Xm^^-^tlfc^yTfSiECD^o 

itlt ® O D N T? ^ d <fc *t t) o o 
[0 0 16] 

$ e>{C, ^^BJ{3J::5 I -ODNti, #^©CpG^r^— :7lC»-cJ<ODNt 

fri. EP0468520A2, WO 96/02555. WO 98/1 8810, 
WO 98/37919, WO 98/40100, WO 98/52581, WO 9 
9/5 1 2 5 943J:rAV09 9/5 6 7 5 5 (■r^T#figcDfc8e)2^?^ia»4'lC§l 

n^^. :$^mm\Z^^ I -ODNCO— ^CO?¥t±C I "E'^—y^^/vXi^^oymf 

^bvi (^ni0^, c:ne>?iffibfc5:i^t3ffim$tifcODN(Z)^-^-efe 1 

BjO[)ODN<3!)§fSbVi^i|t-ei5^) o C I "E^—yi-i^CD^tz^^mi&m^mz 

\t!(^^^x\tf3:\^^. tVi^(D«c I sfd^i c(D:$:m^\z^ /^yy^^&mvx^^^tji 

I -ODNt>^fc^^{!£jl#'l4^^-r 75^5.1:^^0 
[0 0 17] 

I -oDN«, mm^mzxDmm-r^f)^^rcm\:^mz^0^'r 
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(13) !|#^ 2003-535146 

:tU:3^p?^l/:r5^H^^Vi'5Jl<i:^^'"Tr^ (X^— 5^^^;/^ (Stirchak) 3^ 
1 7 0 (1 9 8 9) . 6 1 2 9-6 1 4 1) , ^r^ 7JnX:7:ii— h^;^^^:/ 

[0 0 18] 

2^^BJfCcJ;-5 I -ODN©NMP«. T^^^v'TT^y S/>-, ^:^^e^^'Ty 

5^^4^>'S/h>'>-^ -xrt^^v^^Ui^V-. 7^:^ 

i^-r y ~> >^ 5 - ^ - 7^:^=^ -> h ~> >^»«2^^ =k S O D N (D^miS: 

NMP(D2-5^pj-^vJ^l:if^;lT, fillet Dt>tt^?£14;^*, tch^it. -F. 
-NHz, -CH375:<h\ #lC-CH3d^U3i^-XScD2{ilC'KrBbTViTJ;Vio 

(DU3j^-X^S(D2'{5lc#^£-r^iIi«*^^lc:<i;^ I -ODNT«S^I^$n 
[0019] 

I^T^^o -en^^x.. 4 7^^*3J:t;^'l 5 0^®;l^^ft(D5i'^«^^fcf£TUfc 
^^{Sittg^^To $?^bViODN«l 0~6 0. t 0 *:>tt 1 5 ~ 4 0 ( 
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(14) #^2 0 0 3-5 3 5 1 46 

0 — 6 0. $f ^b<}*i 5~4 o-eab^iit^it*T§o 
^zj^z^^i^y^^'j^-^m^^i-i^ ^"^^^^2 0 0.0 0 0 ^m^-'izm^^^^ 

<XJt««65^se>e>nTt/ifcJ:Vi#'J1^mT^o;t (Sigma Chetnicaisi: OTlflS^n 
TVi^5i^U-r /'»-#U->^>^>M®:9-^»(i2 2 0. 0 0 0-4 6 0. 0 0 0 

(ii>;^< t*>5 0 o~i 0 0 0(Dc+ i^as) (©igffli?$»^) o :^mmizj^^^ 

[0 0 2 0] 

$>^o $fSb<«> X3*5j;D^X4«0-e$.§ (X3«, (.NMF(D^^<Drcib\Z 
) V fc<hAti4^X7a:-hS;&^6SfctiNMP-U>J^-X<D3'»;^)^e>S5fe-r^ 

[0 0 2 1] 

* b < 2^^BJ ct ^ O D N ^TISSB^J ^-^t: : 

hhh wdi dhh h, 

nhh hhh wdi nhh hhh hhh wn. 

nhhwdi din hhh hdi ndi nh, 

nhh hhh wd i dhh hhh hhh v^n^tcit 

nhh wd i did hhh hdi ddi dh 
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(15) #^2 0 0 3-5 3 5 1 46 

fc 2 • - 7^:^^ i> ^ i7 1/^ F ^ y 7 X — b ^ /c y :7 X — h . 
- h ^ « - ^ y :7 31 - f J: D fj: ^ e. M nfe 2 • - 7"^=^ ^ i> 
5^ s > - ^ y >J^x :7 X - h ^ fc« - ^ y ^ 31 - h 0 ^ e> 

) o 

[0 0 2 2] 

±fBlClB«UfccfcaiC^ :^mm\Z^^ I -ODN\Zitm^\CD^^-y (CpG 
I tc:J;^ODN/&t2' -T'^=^wy'>>-^y*:^7x— N^feH-ty^^^r 

:7ai- h fC 3 ' tdfCTP^SUfe 2 ' -^:^4^~>-> h 5/>-^ y tJsX 37 31- h ^ 
fe^l-^y^:^*X:7x-^&^l>/^J:<i:=fel■:5^^T■^cDcfc^fJ:5'-C 13'- 

[0 0 2 3] 

g a c i t t . 
i a c i t t > 
g a i c t t ^ 
i a i c t t 

i^^. a«5^^^5/7^y '>>-^:y5!}^X:7ai— h^feli-^y5^pa-3}^X7x 
gtS5^:t^~>i^'ry->>-ty*X7x— h^;^ti-^:y5^:t*X:7 3:— 
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(16) ^^2 0 0 3-5 3 5 1 46 

[0 0 2 4] 
[0 0 2 5] 

:$imm\z^^i^^v\,^mMm.^m^u^^>-T:&^(D'c. mm.^m\^^mmiz 
ji^o-DNCDrnzmm^-^/vx^^fsinnitf^^ysii^^ z.o^w.ffi'^ ^=^>-^n\^ 

^-g-^^-fr^ :Lh\zxy). tD^tt^oDN (D^^^m^m \z^^xm\.< ^^-t 

[0 0 2 6] 

tc^-^ )V7.^r:im&^^ Mm. w.^^m^^^^^tMmm^E(D'^^\zm.vti±m 

-eab^o tajHtt^fe. Z.nib^m/'mM(D'rW>m^ (subtractions) . ^>/N°^ 

ysi^r^^. rcL^immmm^Tmm (ctd ts^^m^ig^m^^ (m 

^ (^y>5/— (Rammensee) 6. Immunogenetics 41, (1995), 178-228) » B 
m«*«Jl 5T^yMA^e>lli&bT-jSSVi^7'^F$:^^^-r^ 0\u^ (Harr 
ow) Cold Spring Harbor: Cold Spring Harbor Laboratory, (1988)) <> 

[0 0 2 7] 
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(17) 2003-535146 

m (Apc) (cf^fflf^o zn^mm^tm-M. ^-riaMtm^v^. cx/^-rryp-ti 

iimtt<7) (productive) ^^^t^43ViTfg14{k$n^<. T>'3->'^> htiSfc, tri 
CO 0 2 8] 

Liti. TMxt" 1 — :/tBiaflSxtf 1 — ::^a:©m^-&t>-ti:fe^ff*bv^o 

fc (lipidated) iaI^*^c«^i»Sfc«fliM^^tr) tbTfflV^^o '^(D^ffSb 

HIV) , AM*3=krj^BMJif2*^':7-r;i/7v, cm^0i'y^)vx (hcv) . ^-^x 
mm^^AT. (Rsv) . xyx:$'-r>A-':7-r;i/x (ebv) . >:7;i.x> 

•^^y-XJlT.. a^^^JVT.. Ts^y 'iUUvtiT.'T'OV'OT^ (Staphylococcus 
aureus) , ^ ^ >?t • Xn.— ^rXT (Chlamydia pneumonias) ^ ^zf^V^T 
• (Chlamydia trachomatis) . ^un^^^)^ K - "^zu—n—^ 

a-U—l^T^. (Mycobacterium tuberculosis) , 7. h h:^ >y • Xo.— 
7 (Streptococcus pneumonias) . /tS^^X • T> h ^v^;^ (Bacillus anthrac 
is) , t:*:/U^ • (Vibrio cholerae) , :/^X^:>''^A (Plasmodium) 

a (PI. falciparum. PI. vivax^-^f) . 77s^)\^^)\^7. (Aspergillus) WSfe 
\ttiy-J^ ' TiVMtiyT^ (Candida albicans) t)^hWSi^t\^. 
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(18) #^2 0 0 3-5 3 5 1 4 6 

[0 0 2 9] 

(derivation) yn±x\t. mf^.^xmmfi^f)^'E>(DW^(Di$^ y/'^^mo^mm. ^ 
m]^!^^mi^^Tmmu^^yi^m'^rz.\t^E.^m^B(Dmm^n-oxjz\^^o 

[0 0 3 0] 

^y5^H^J^(D«-&, ^7°5^Fc05al — y° (mimi topes) XTif— 7> b/X 
(superagonlsts) XTyi^ z!~7. h^fM^^^m^mzm 

zT/yzi-T. h/7>-/^-Tif— X h/T^rJ^^f-X h (XA°— tfx (Sparbier 

) *5J:Z^''^:t;V^> (Waiden) ,19 9 ^\zmm t^if-^mz^-^n^ o ^rfJ- 

[0 0 3 1 ] 

'D\zm<. 

u^\^<\^-^wn\z^^mMmMi. iivt)nu^'^y<Dmm(Dmmm^m\-t 

[0 0 3 2] 
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(19) #^2 00 3-5 3 5 1 46 

:^mm\z^-^Tm\^^^^') ti^^>^it^^\t. wo 97/3072 iicji-s 

tl^:tyiii\:^m\i. :^»te4tU^>^5^h*> W11:^^U;^J5^:r>, :^Stt4^UT$ 

7^^S©^:g^*L'T^ifcj:^tn^^7:j:e>/^i:Vi (zf— JPHt^ (Goldman) ^> (1 
9 8 3) izmmo)l\iH%\n^mm) o mzitf^l^\,^(Dii. 7}^UU>'>, tJ^Ut;!/ 

cfcZ^'^OIS^m^^ilt^. W09 7/3 0 7 2 1 (fc<hAtf. t}^ U >-f S > 

) *5j;tm0 9 9/3 8 5 2 8 IdlBm^nrVi^o $fSL<^i, jm^Tj^u^^ 

5^h*ji2 o~5 0 oT^ym^*. aiDt3tt3 o~2 0 om&^^t^o 

§ V Hi © * * b T t> cfc t/ i o 

[0 0 3 3] 

ts^^y^ (:jJ^U) ^yg^H^Sfc, :^>^y (Ganz) i^^XSV—^— (Lehrer 

) , 1 9 9 9 ;/\>3-/i^ (Hancock) ^ 1 9 9 9 \z.mM-^nx\^^^m'i^^^'t^ 

tSffim;^lcJ:DM3i^nTJ;Vi (T>Fn- (Andreu) ^=ttXU;X (Rivas) , 
1 9 9 8: (Ganz) ^^UV—'y— (Lehrer) , 1 9 9 9; v-^n (Simm 

aco) 6. 1 9 9 8) o ^©.t^T^^y^^HtDeBa^UJ*. t^LX^t&CVoy^y-^ — 
^ y hT Hl/XCOTt-triMiH^JT^— :57^— X (Antimicrobial Sequences Databa 

http://www. bbcm. univ. trieste. it/~ tossi/pagl. htmL 
[0 0 3 4] 

^<DJ:5:^?&^l»^^:^^K^fcttl»®^J (defensives) 
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(20) t*^ 2003-535146 

'J V-tbTIBVi^„ 

7"Ui>e^> (cathelicidin) S*cDinM^y°^ H ^ fctt^c?)!^*^* (A 1 4 1 6 

/2 0 0 0. #M®fe8e)2^M»'t't-^ifflt-^) . LKiiD^'^mmMm. $f*b< 

CO 0 3 5] 

tSHIV-TAT (S5fe(D:^j5^:^>'l4^y5^ 7>7^:^^^^'T (antennaped 

;6^~^^f^n^o toCD^?f^bl/i:ii^U:^5^^>tt'fb^#I«. ;^7^U> (cathelin) S 

7.ts'r^)>\^^ T^/mSB^J : NHe -RLAGLLRKGGEK I GEKLK 
K I GOK I KNFFQKLVPQPE-COOH^Wr^^y^K-Cfe^o 

xDW^mn'^Tcnti'T^) >\z^^-t^mm.\-tt}7-^) viH^jo^gB^fet*— 
§15^^^. /f>^< tfe 1 5 — 2 oys /^^»^wr^o mmm\:,\-^^ 2 0(Dm 

. ^ibt^^f}^^>'\^n^t^^(^^^'^ti'r^)>'^^^\zmK-^nx^\^^. z.n 

[0 0 3 6] 
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(21) 003-535146 

— ^'^^tr^sK^y^^HT*^ (A 1 7 8 9/2 0 0 0, ^mcDfcib^^mmm^ 

CO 0 3 7] 

"Oligonucleotides and Analogues - A Practical Approach" (19 9 1) , 
JLy^7.i^^> (Eckstein) ili, ^a-^;/ F^::iA*-~>7^^ -^1^7.) o 

-COCH3. -OH, -CHO. :^X:7jc— ^^tKX^ji— h> -^JVyx. 

)i^)]^&^^zsx^rc\t^^7 ^ y m^m-r^'ho) i7^ym\-t^mm\z,k^ i 

-ODN<D-^^tii^mM\zmi^^^tt^X^^^ fea:^ti-P04- (CH^)n- 
NH2*^ca-P04- (CH2)n-NH-®^:^a ^^ib^iL\zmitn^(D^m^ 

[0 0 3 8] 

:t^V' i-r^t?^. 7l^7.7x-^Sfc«^:t5J^7;:7al-hS^^^:^=^:^^^) -tr^a 

\z^^-^n^o 

[0 0 3 9] 
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(22) Its 2003-535146 

[0 0 4 0] 

Og, $f*U<Hl n g~ 1 g, $6l:i$fSU<til 0 0 n g~l Omg. <hO 
fc)ltl Omg~lmg^ty<7)*W^bVi„ in;j[I*5j;t>':^U:^35^^>'tt#U-T-« 
|H|^®S^fi-rS-^bTcfc<. y^5^>^fe0 1~1 0. 0 0 Omgc^trtMiSJ: 
?>'0. 1 — 1, 0 0 Omg©IJ^'J;^J5^^>'l4#Uv— 7j)t^ff^UVi, 

CO 0 4 1] 

[0 0 4 2] 
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(23) itt^ 2003-535146 

[0 0 4 3] 

^TfC^-fy^ibX^^ (A^X (Ballas) e>> 1 9 9 6; ^U— ^* (Krieg) 6, 1 
9 9 5; nuZy"^ (Parronchi) ^, 1 9 9 9) o 
CO 0 4 4] 

mmmi : I -ODN jz7}^u l-t;v^-> (prso) 

C 5 7 B I /'6 (Harlan/Olac) 

h Ulpy;i/:7*5 xdmhc^^t; I (H-2Kb) J&j:^xtn — y-e^^^ 

OVA2 5 7 - 2 6 4 ^y5^ F (SIINFEKL) (D>y^ye/rL^7 (Rotzschke) 
199 1) ^iK2p@ffiF-mo C'fb^'&fiK^^ffit/^T'&fiKb. HPLCWMb. 
OViTi^a^^-^XX^i^ hap< hU-(CJ^O:Ji-*Tbfc= : 3 0 Omg/V 

[0 0 4 5] 
zl^U L-T;1/^:i:>6 0 (pR6 0) : 
spj^M-^^Ti^ 6 0T;1/4^— >^*<^4^U L-T;U4^— > ; SIGMA chemical So 
: 1 0 Omg/T'^X. 

C P G-ODN 1 6 6 8 : 
CpG^5^— 7^'&tJ5^^5j^X:7x— hTOODN : t c c a t g a c g 

t t c c t g a t g c t^NAPS GinbH> '^r'y^>y>tcJ: D-g-fifeb/co 
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(24) 2003-535146 

[0 0 4 6] 

I -ODN 1 : 

t'^^W /->>^^'t-r^^^*X:7ai— hSmODN : t c c a t i a 
ci ttc ctg atg ct &NAPS GmbH. ^y^yy^iZXKt-^^VTzo 

I -ODN 2 : 

/->>^^WT^5^^^X7ai— hmmODN : t c c atg a 
ci ttc ctg atg ct ^NAPS GmbH, y y^>y>\Z^Ki^fi^Vr^o 

I -ODN3 : 

y->>^^'ti"^^^5i^X:7ai— hSmODN : tec at i a 
ci ttc cti ati c t ^NAPS GmbH. ^ 5^>y Xcd: O'&fiKbitc 

CO 0 4 7] 

IIMS^ (li^5BE<7)T'^X) 

1. OVA2 57-264 

2 . OVA2 5 7 - 2 54 + p R 6 0 

3. OVA2 57-264 + CpG1668 

4. OVA2 5 7- 2 6 4 + I-ODNl 

5. OVA2 5 7-264 + I-ODN2 

6. OVA2 57-2 64 + I-ODN3 

7. OVA2 5 7 - 2 6 4 + CpG 1 6 6 8 + pR60 

8. OVA2 5 7 - 2 6 4 + I-ODNl + pR60 

9. OVA257-26 4 + I-ODN2 + pR60 

10. OVA2 5 7- 2 6 4 + I-ODN3 + pR60 

[0 0 4 8] 

mo B@^'■^^>x(D^t5S^c±lB>^l:-&^l^^^t^^«l o omi i^^mtcD 5 
omi) ^mrnvfco ^M4amzmm^mmv. mm')>/'^m^Mi^rco u 
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(25) 2003-535146 

>/m^7 Omm-\z}V7.hU-^-izmV. 5%0>^'^if5km (FCS, SIGMA 
chemicals) ^^nDUEU^m (GIBCO BRL) T2lHl^#Ufco mm^DUEM 
/5 %/FC Slates X 1 oem/m 1 {Cptiibfco IFN-g ELISPO 
TTy-^Z-i^^dmiZ^^X (Miyahira) 1 9 9 5) SH-Totfo 

VA257-264 ^-:/^HSfc«3>;t7^A'U >A (Con A) tr^bfco m— ® 

I FN- g^^T^flS^^TX^J^^y hS:tr'i7> hb. /-^y ^^'y>\^X-^y h 
(DWC't±Unf}^^^V^\^^rco C o n A-(?»bfcmfc:;^tli^rLfc^iCcDX#^:/ 

o 

$EL I S A^fflViT^^U:^ (^2) o 
[0 0 4 9] 

;i/:fp-> (p R 6 0) tm^5>--&t3-&fc:i:^ic#^^^Mtta)G p cmm^M^iz^ 

C5 7B1/6 (Harlan/Oiac) 

-•7 hU9PT;i/^S><7)MHC^^^X I (H-2Kb) J6j:^Xh°l — -fX^)^ 
OVA2 5 7 - 2 6 4 ^:/9^ H (SI INFEKL) (P^y^yv^^i^ (Rotzschke) 
199 1) ^mmm^F-mo c^fS.m^m\^^X^}^V. HPLCfflMb. 
■ZfMS^-^rXT.^^ bn^ hU-tJ;05i'*ffbfeo : 3 0 0 At g/'-^':?^ 

[0 0 5 0] 

/}tU L-7;i^^— >6 0 (pR60) : 
^i^M'^M^^S 0 T;I/^:::i>^S(^#U L-t;1/^-> ; SIGMA chemlcalSo 
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S-^fi : 1 0 0 At g/T-^X. 
C pG-ODN 1 6 6 8 : 

CpG^r^^— 7^^tf^:t7jNX7x— hgSlODN : t c c at g a c g 
t t c c t g a t g c t^NAPS GmbH, ^y^y^^yiZ^V^^Vfco 

G p C-ODN : 

#^^^M14(DGpCt^— :7<£^tr^:^7jNX7ji— hgmODN : tec a 
tg age ttc ctg atg et ^NAPS GmbH, yy^y^yiZ^O"^!^ 

[0 0 5 1] 

I -ODN 9 : 

7^^=^W/->>^^W-r^^^^^:7j:— hM^ODN : t c e atg a 
ie tte ctg atg et ^NAPS GmbH. ^ y^>^>izJzK)'^^l^fci. 

I -ODN 1 0 : 

y^^^y^ zy>^^^-t^^^^7.y hMMODN : t c c a t i a 
ie ttc cti ati c t ^NAPS GmbH, yy^>y>iZ^r)^,^vrco 

[0 0 5 2] 
(1S^5EE(D^'>X) 

OVA2 5 7 - 26 4 

OVA2 5 7 - 2 6 4 + pR 6 0 

OVA2 5 7 - 2 6 4 + CpG1668 

OVA2 5 7 - 26 4 + GpC 

OVA2 5 7 - 2 6 4 + I-ODN9 

OVA25 7 - 2 6 4 + I-ODNIO 

OVA2 5 7 -2 6 4 + CpG1 6 6 8 + pR60 

OVA2 5 7 - 2 6 4 + GpC + pR60 

OVA25 7-264 + I-ODN9 + pR60 
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(27) 



!f#S2 003-535146 



OVA2 57-2 6 4 + I-ODNIO + pR60 
CO 0 5 3] 

mo SS(C-T'^X(D€-m5SlC±f2{k'g-#J^^tf^»l 0 0 M 1 

5 0^1) ^mmi^Tc. m^4Bmzmm^mmv^ mm^jy/^Wi^mi^r^. 

^)ynm^7 0 iim±:JVXhU—i—\zmi^. 5%'^i^fl&ifMf (FCS, SIGM 
A chemicals) ^"^t^DMEMig^ (GIBCO BRL) T 2 lEli5fe?tb;^o M^rDME 
M/5%FCS4'lC3X 1 06|Hflg/mn:iil|ipbfco IFN-g ELISFO 
TT-^z-fe-f ^pH^tCtA^-^T (Miyahira) 1 9 9 5) SlnlToff-:) 

HIMT^^o 0>/'^^^^ ^7.\dmzxmm (A«y^^*^':7>H) , OVA2 5 7- 2 6 
4^y^F, *iM#(D^:7'^HmTRP 2181-188 (■T':7X^^'>■:^-i^glS:/□ 
7^02, VYDFFVWL) , p R 6 0 *5<i:tJ?:n >;^J-^A U >A (ConA) 

-efij^bfco I FN-gH^TM^^-rx^^y h^:^j':7>hb. n^yi7 

^'^0>\^:^^y hO^m^^^UM^^^b^V^l^^f^o C o n AlsmMVt^mz^tii 

X 1 Oem^^bXabD. -f i^Xtf3H-e$!l^U:^c3|Hl(I»l*fT(7)^2pMM^^b 
^XZSI h-6(Dmm^-^^ h;^j'l'>!^mWEL I S A^ffiViX^^Ufc (^4 

) o 

[0 0 5 4] 

^mms : ^^pt^^W /~>>^^tJ^>i5^-^^ct2 0-me riH3?iJ<hp^^y — Tfi 

. K^^js^tt^^u l-t;i/^-> (pR6 0) ^mmizi^^t^:ih\zx-^T 

C 5 7 B 1/6 (Harlan/Olac) 

•^^X^ni^i — ifK^yD7^-i'>2<DMHCi^^7^ I (H-2Kt>) JSj^X 
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tfl — y-x?$,-5TRP- 2^y5^H (VYDFFVWL) C/PA (Bl lom) e> 
. 1 9 9 7) ^^^MF-mo c^fiK^t::J:D-&sKb. HPLCi^Kb, ^I^V^ 
TM^^-^XX^^ ho/ hU-tCJ:D^*fUfco : 3 0 0 g/^-^^T. 

[0 0 5 5] 

Tj^'J L-7;i/^r:>6 0 (pR6 0) : 

^i^M'&^J^^e 0 T;1^^::i>^S(D7}^U L-T;!/^— > ; SIGMA chemicalso 
S#fi : 1 0 0 jtz g/T'^Xo 
C p G-ODN 1 6 6 8 : 

CpG'E^—y^^tS^^^7.'7:sL—hmMODN:tcc a t g a c g 
t t c c t g a t g c t^NAPS GmbH. 5^ >y 0 ^^bfcc 

: 5■:^y^;^/'■T>>x. 

CO 0 5 6] 

wd i : 

oL— hg^ODN : n h h h h h wd i nhh hhh hhh 

wn^NAPS GmbH, ^*-y5">y>lc:J;0^fi£UfCo : 5± y =e)VX'^^ 7. 

wd i d i n : 

5^:t*:X:7a:— hM^ODN : nhh hhhwdi nhh hhh hhh 
wn^NAPS GmbH, ^' y^>^'>izXK}^0^\^rco : 5 ^7 

o 

wd i d : 

^^^T^yrc— hS^ODN : n h h hhh wd i dhh hhh hhh 
wn^NAPS GmbH, y •y5^>y >lCcJ: D'&fifeUfco : 5i- / 7. 

o 

wd i d i d : 

^^ij^7.:7x— hg^ODN :nhhwdi didhhhhdi ddi 
dh^NAPS GmbH, ^y^y-^'yiz^D^f^l^Tco : 5i- y "EJVy^^X 
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(29) #^2 0 0 3-5 3 5 1 4 6 

[0 0 5 7] 

1. TRP-2 

2. TRP-2 + pR 6 0 

3. TRP-2 + CpG1668 

4. TRP-2 + wd i ' 

5. TRP— 2 + wd i d i n 

6. TRP- 2 + wd i d 

7 . TRP-2 + wd i d i d 

8. TRP-2 + CpG1 6 6 8 + pR60 

9. TRP-2 + wd i + pR60 

10. TRP-2 +wdidin + pR60 

11. TRP-2 + wd i d + pR60 

12. TRP-2 +wdidid + pR60 

[0 0 5 8] 

mo BS{CV^7.<06-^^Sl3_h|2'fb^#J^^tr^fil 0 Om 1 

5 0^1) =^a*f bifec a*t4 Bmzmi^^mmv. mmo y/m^^uiyfao 

U >/^a5^ 7 0 /im-fe;VX hl/-:^— tCSb. 5 %':7->B^f?Mt (PCS. SIGM 
A chemicals) ^^tSDUEUmi^ (GIBCO BRL) T2[Hl^^bfc. mm^DUE 
M/5%FCStt'lC3 X 1 Oem/ml izm^VTz. IFN-gELISPO 
TT^y-fe-r ^tS«l-=S^c.T (^^t^ (Miyahira) 1 9 9 5) Sm-Toffo 

MTr&^o ^J>/m^^^7.\i-^-\zXi^m 0'<yC7^^'y>\^) . TRP- 2^ 
4iM^©OVA2 5 7 - 2 6 4 ^y5^K\ pR6 0^J;IXI3>;^J:^/^'U>A ( 

conA) -e$miyTco w-—(DiFN-sm±Tmm^^-rx^yh^ti^>h 

mf)^§.m^^wjz$>^;it^^i.x\^^^o -^^xo^^^mmz-Di^^xmsizx^ 



(30) #^ 2003-535146 

[0 0 5 9] 

mMMA- I -ODNt^U L-7;i/^:::> (pR6 0) t^m.^'^t>itrcf^m 

1. TRP-2181-188 

2. TRP- 2181-188 + pR 6 0 

3. TRP-2181-188 + CpG1668 

4. TRP-2181-188 + I-ODN2 

5. TRP-2181-188 + CpG1 6 6 8 + pR60 

6. TRP-2181-188 + I-ODN2 + pR60 

CO 0 6 0] 

mo B miz'T'y 7.(D^'ik^^\z±mit^^^^ts^mi o o u \ 

5 0 til) ^^^rnVtco &m4: B^(3i)j!t^^»^Sb, !^^U >Agi5^lE]iRL.;^c<. 
U>/m^7 0 lJ.m±:)VXhU—i—\zm\^. 5%^i^^i¥!Sa.m (PCS. SIGM 
A chemicals) ^-^t^DMEMi*^ (GIBCO BRL) -e2|lI^^Ufco M^DME 
M/S^^/FCSf+'f^lS X 1 06«/m U^S^gJbfco IFN-r EL ISP 
OTT^y-t-r ^S2ttt-fie-^T (^irt^ (Miyahira) 1 9 9 5) 3 [UTofT 

TRP- 2i8i-i88^y5^h% ^gPsl^(7>OVA2 5 7- 2 6 4 ^y^H*5j;tJ?n>;^7^A* 
U>A (Con A) T?«bfCo ^-(D I FN- r jS^TM^^-TX^^y 
;^:r>>M^, ;\'>;/^7/:f^r>> FXxt^^y b®^^^IS5^75^^llb§|Vifco Con A 

6JCX>}^^y X 1 0 6m^^bT^0^ -f t^Xt*Ji^'r^Mb;fe3liI©^ 

fTO)^2pMg b T 25 ^ o 

I L- 6®^^^15-'1' f:^^ >4tSWEL I SA<£ffiViT^^b;^ (1117) o 
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(31) !^^2 0 0 3 - 5 3 5 1 4 6 

[0 0 6 1] 

mmms : ^>^Ixf3.1 O-me r I -ODN t^J^U L-T;1/^::::> (pR6 

1. TRP-2181-188 

2. TRP-2181-188 + pR 6 0 

3. TRP-2181-188 + CpG1668 

4. TRP-2181-188 + ODN17 

5. TRP-2181-188 + CpG1 6 6 8 + pR60 

6. TRP-2181-188 + ODN17 -I- pR60 

[0 0 6 2] 

^J>/m^7 0 iim-\L)V7.hU-i — izmi^. SX^i^^^i'sta.m (PCS, SIGM 
A chemicals) ^^tSDUEUm^ (GIBCO BRL) -C2[lI^#bfCo m^DME 
M/5%/'FCS4'lc:3X 1 06«/mnciiti5bfco IFN-r EL ISP 
OTy>y-fe<^fa«l::tAeoT (Si-t^ (Miyahira) 1 9 9 5) 3 0-^0 fx 

-Df^o :i(D-:ivmt. in.j^Mm&^tiiTmmco^m^-r^r:i^\zj2:<m^^^nxi^^ 

TRP - 2181 -188^^5^ h\ mm^(DOVAzs7-iBA^':^^\^^^ZS^>tl±/'^ 
U>A (Con A) XMWLVfZo ^—<DlFN-rM^TmJlk^^-^7.^yh^ 
/'^y'^^''y^>\^:^^yh(D^^'^Unf}^^^V^\^^r^o ConA 

•jrpmi^r^^^iz^iU'^tir^^^f^T.t^y h i^—^\t^i.T^^f^i^) \t. mmv 

StCXiJ^^y hf^/l X 1 OBiMB^^^UT^O, tfTj^TMUfc 3 [5l(7)lt 

fr® IS^MS^^ b T * ^ o 
[0 0 6 3] 
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C 5 7 B 1/6 (Har Ian/01 ac) 

HI — :7°-r$)^TRP- 2^^5^H (VYDFFVWL) (:7*nA (Bllom) <E> 
, 1 9 9 7) ^«2p@+iF-mo C'g-J5£?£tC<fcD'&fiKb, HPLClfMU, "^'V^ 
•^M^^-^XX^i^ hnpc h U-l^J;t)^^^b;to : 1 0 0 m g/-^':?^ 

Q 

[0 0 6 4] 
7}tU L-T;1^^— >6 0 (pR6 0) : 

¥i^M^*75>^'6 0 >?^»®5j^U L-7;l/^:i:> ; SIGMA chemicalSo 

S« : 1 0 0 M sX-^OXo 
C p G-ODN 1 6 6 8 : 

C p G^5^— :7^'at5'^^^X^ji— hg^ODN : t c c a t g a c g 
±t c c t g a t g c t ^NAPS GmbH. try^>y>izJ^O^^Vr:i. 

ODN 1 7 : 

>'>^'g-tr^^*:;^:7x— h«^ODN : h hh wd i d h h 
h >&NAPS GmbH. ^>'^r>(;i J; 0 -^fiKUfc (h = CAT. w=AT. d = G 

AT) o 1 o:^y^;^/■T'>Xo 

CO 0 6 5] 

V^T. : 

C 5 7 B 1 / 6 (Harlan/Olac) 

-qr^x^^ni/i— fe73lSyn7^0 2(DMHC^^X I (H-2Ki>) i^^JL 

t!l yT^-STRP- 2^y5^F (VYDFFVWL) (^'OA (Bllora) 6 

. 1 9 9 7) 2:!S2p@ffiF-mo C'&fiK?*tCj:D-&^b. HPLCl»@b, OV^ 

TMm^^XX^^ hP;< hU-fv:J;0^i'Wbfco : 1 0 0 Ai gX-r-^X 

o 

[0 0 6 6] 
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7l^UL-7;i/^ii>6 0 (pR6 0) : 

W-i^m-^mi^^ 6 0T;V^— >^S<^)4^UL-T;1'^— > ; SIGMA chemicalso 
: 10 0m gZ-^'^Xo 
C pG-ODN 1 6 6 8 : 

CpG^5^— 7^^tf5^:t*:X:7a:— Wg^ODN : t c c a t g a c g 
JLt c c t g a t g c t^NAPS GmbH, ^*iy^>y >{Cct O-g-fiKUfCo 

I -ODN 2 : 

^^'^^i^-r y i/>S^tr^*4^X^ji— bgmODN : t c c a t g ac i 
t t c c t g a t g c t ^NAPS GmbH, y^y^yy^iZ^D-^^l^fZo S-^ 

[0 0 6 7] 

jl:5SM6 : :tU Jt'i^^v^ I Ca 6 e r U L - > (pR) ii^U^^ 
t>^i:rz.^-^\tmTJl^S.> (OVA) i|#S6g75;#:|g'|±^£:^^{S3i-r^ 
•T'j7X : 

C 5 7 B 1/6 (Harlan/Olac) 

g|37;p:;^$> (ova) : 

— "7 h U9P/5^^(Z)|ipT;i/y5 >> iJ^U— FV, SIGMA chemicals. A- 5 5 0 
3, P^:/h54H7070: : 5 0 g/^"^:^. 

[0 0 6 8] 
^^Jl.-7)U^=-> (pR) : 

^i^M'&^T&^e 0 T;1/^— >^Sa)3}?U L-T;U4^n> ; SIGMA chemicals. 
P-4663, n-yh68H5903o : 1 0 0 At gX-Tr>Xo 

rt'Jj'^^'^^i^ I C> 2 6-mer (:^U =fd I Cz s-n. e r ) : 

^V. HPLC (NAPS GmbH, y>y5^>'y*>, hW^y) IClck O^WKLfcio 

[0 0 6 9] 
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1. OVA + ;i-U Hfd I CzB-ner + pR 

2. OVA + :4-'J I C26-iier 

3. OVA + pR 

4. OVA 

[0 0 7 0] 

5 0 Ail) ^j^Mbfco 4mmmzskm^^^iy^ oy Anmmm.i^(DW 

^(CJt-^TOVA#SWfJ:I gGtn;#:©jg^^{)£iib^cili:<£^bTli^ (01 
3A, B) o :tU li'd I C/pR<^lm*'&*3-B^fcOVA<D^— 

<?)^il^r^ffofca:^^3 I gG2a*5itJ?I gG l(^M#<7);^«^*ii;'cb, Th 1 

.115 S^tC«OVA.h:^U =f d I C X p K ii^&mVr^-^O :^<DM.m'T:I g 

cn^7^-i5^«, :^U3fd I C4o^tXpR<i:m^-&t:>-a-feOVA(DaW*^OV 

[0 0 7 1] 
[0 0 7 2] 

[^1] 
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